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3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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DETAILED ACTION 

1. Claims 10-11, 13, 34-39, 43, 64-65, 74 and 76-1 12 are pending. 

2. Applicant's election with traverse of Group II, Claims 34-39, 43, 45-47, 50-54, 58, 62-65, and 73- 
75 (now claims 34-39, 43, 64-65 and 74) drawn to a method of reducing and conjugating a drug 
to an antibody, filed September 14, 2009, is acknowledged. 

The traversal is on the grounds that although applicants do not agree with the holding of 
lack of unity, applicants hereby elect Group II. 

Applicants' traversal has been fully considered but is not deemed persuasive for reasons 
of record. 

Therefore, the restriction requirement is still deemed proper and is therefore made FINAL. 

3. Claims 10, 11, 13 and 76-1 12 are withdrawn from further consideration by the examiner, 37 
C.F.R. 1.142(b) as being drawn to non-elected inventions. 

4. Claims 34-39, 43, 64-65 and 74, drawn to a method of reducing and conjugating a drug to an 
antibody, are being acted upon in this Office Action. 

5. Claim 37 is objected to because it is unclear the abbreviation "AEB", "AEVB", MMAF", 
MMAE" and "AFP" stand for. While abbreviation can be used in a claim, to avoid potential 
confusion, the first recitation of the abbreviation should be preceded by the full terminology, such 
as auristatin E with paraacetyl benzoic acid (AEB), for example. 

6. The International Search Report and Written Opinion on the information disclosure statements 
(IDS), filed August 25, 2008 have been considered but crossed out because said Search Report 
and Written Opinion are not appropriate to be printed on an issued patent. 



7. The disclosure is objected to because of the following informality: the font in paragraphs [0109], 
[01 10], [01 1 1], [01 12] and [01 13] needs to be corrected. 
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8. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

9. Claims 34-39, 43, 64-65 and 74 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably convey 
to one skilled in the relevant art that the inventor, at the time the application was filed, had 
possession of the claimed invention. 

The specification does not reasonably provide a written description of (1) a method of 
reducing or conjugating any drug to any antibody comprising fully reducing any antibody 
reducing agent, and then treating the fully reduced antibody with limiting amounts of any 
redoxidizing agent as set forth in claim 34, (2) a method of producing any antibody with selective 
conjugation of any drug comprising fully reducing any antibody for a period of time sufficient to 
produce interchain thiols, as determined by DTNB titration, by adding a large excess of any 
reducing agent and incubating the solution at about 37 °C for about 30 minutes, purifying the 
antibody, partially rcoxidizing the antibody using any oxidizing agent to form at least one 
interchain disulfide bond by cooling the reduced antibody to 0 °C; treating the reduced and 
cooled antibody with 1.5 to 2.5 molar equivalents of any oxidizing agent as set forth in claim 64- 
65 and (3) a method of preparing any conjugate of any protein hav ing one or more disulfide 
bonds and any drug, comprising fully reducing any protein with any reducing agent; partially 
reoxidizing the protein with any reoxidizing agent; and conjugating the drug reactive with free 
thiols to the protein as set forth in claim 74. 

The claim 34 encompasses a method of preparing any conjugate comprising any antibody 
and any drug using any reducing agent and partially reoxidizing the antibody with any oxidizing 
agent under any condition. 

The claim 64 encompasses a method of producing any antibody with selective 
conjugation of any drug comprising fully reducing any antibody for a period of time sufficient to 
produce interchain thiols, as determined by DTNB titration, by adding a large excess of any 
reducing agent and incubating the solution at about 37 C for about 30 minutes; and then 
reoxidizing the antibody with any oxidizing agent under any condition. 
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The claim 74 encompasses a method of preparing any conjugate comprising any protein 
and any drug using any reducing agent and partially reoxidizing the protein with any reoxidizing 
agent. 

The scope of the each genus includes many members with widely differing structural, 
chemical, and physiochemical properties such as widely differing nucleotide sequences, and 
biological functions. Furthermore, each genus of protein, antibody and/or drug is highly variable. 
A significant number of structural and biological differences between genus members exist. 
There is no information regarding what structural features would likely be associated with such 
protein, drug and antibody in the conjugate for the claimed method. Further, there is insufficient 
disclosure as to the binding specificity associated with the CDRs structure of such antibody for 
the claimed method. 

For claims drawn to a genus, MPEP § 2163 states the written description requirement for 
a claimed genus may be satisfied through sufficient description of a representative number of 
species by actual reduction to practice, reduction to drawings, or by disclosure of relevant, 
identifying characteristics, i.e., complete or partial structure or other physical and/or chemical 
properties, by functional characteristics coupled with a known or disclosed correlation between 
function and structure, or by a combination of such identifying characteristics, method of making 
the claimed invention, level of skill and knowledge in the art and predictability in the art 
sufficient to show that applicant was in possession of the claimed genus. See Eli Lilly, 119 F.3d 
at 1568, 43 US PQ 2d at 1406. 

Vas-Cath Inc. v. Mahurkar, 19 USPQ2d 1111, makes clear that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention is, for purposes of the written description inquiry, 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1 116.). One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 
1481, 1483. In Fiddes v. Baird, claims directed to mammalian FGF's were found unpatentable 
due to lack of written description for the broad class. The specification provides only the bovine 
sequence. 

The specification describes a method of preparing a conjugated antibody comprising just 
cACIO antibody that binds to CD30 conjugated to just vcMMAE wherein the method comprises 
the steps of (a) adding excessive amount of a reducing agent DTT or TCEP to a solution 
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comprising antibody cACIO that binds to CD30 in 0.025 M sodium borate, pH 8, 0.025 M NaCl, 
1 mM DTPA for two hours at 37 °C to fully reducing the antibody for a period of time to 
sufficiently to produce interchain thiols as determined by DTNB titration, (b) purifying the 
antibody, (c) partially reoxidizing the fully reduced antibody by adding an oxidizing agent 5,5'- 
dithiol-bis-2-nitrobenzoic acid (DTNB) to form cAC 1 0 conjugated to vcMMAE and (d) purifying 
the vcMMAE conjugated antibody, see pages 54-58. 

At the time of filing, applicants are not in possession of a method of preparing a 
conjugate of any protein, any protein such as any antibody having one or more disulfide bonds 
and any drug, using any reducing agent; and reoxidizing the undisclosed protein or drug or 
antibody with any oxidizing agent. In particular, the conditions to which the condition and 
reagents use for the claimed method are not adequately described. 

The specification does not describe the complete structure of any conjugate comprising 
any protein other than the cACIO antibody that binds to CD30 conjugated to just vcMMAE using 
just reducing agent DTT or TCEP and oxidizing agent DNTB. 

While general knowledge in the art may have allowed one skill in the art to conjugate 
antibody to a drug, there is no census in the art about conjugating antibody to a drug could apply 
to conjugating any protein to any drug using any reducing agent and any oxidizing agent for the 
claimed method and still maintain structure and function. 

Because the described method of conjugating just cACIO antibody that binds to CD30 to 
vcMMAE using excessive reducing dithiorethol (DTT) or TCEP to fully reduce said cACIO 
antibody and reoxidized said antibody using DTNB is not representative of the entire claimed 
genus, one of skill in the art would conclude that applicant was not in procession of the claimed 
genus as a whole at the time of filing. Therefore, the specification fails to satisfy the written 
description requirement of 35 U.S.C. 1 12, first paragraph, with respect to the full scope of claims 
34-39, 43, 64-65 and 74. 

Without a correlation between structure and function, the claim does little more than 
define the claimed invention by function. That is not sufficient to satisfy the written description 
requirement. See Eli Lilly, 119 F.3d at 1568, 43 USPQ2d at 1406. Further, possession may not be 
shown by merely described how to obtain possession of members of the claimed genus or how to 
identify their common structural features. See University of Rochester, 358 F.3d at 927, 69 
USPQ2dat 1895. 
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Applicant is reminded that Vas-Cath makes clear that the written description provision of 
35 U.S.C. § 1 12 is severable from its enablement provision (see page 1 1 15). Applicant is 
directed to the Final Guidelines for the Examination of Patent Applications Under the 35 U.S.C. 
1 12, | 1 "Written Description" Requirement, Federal Register, Vol. 66, No. 4, pages 1099-1 1 11, 
Friday January 5, 2001 and revision of the Written Description Training materials, posed April 
11, 2008 http://www.USPTO.gov/w eb/menu/written.pdf. 

10. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter, which the applicant regards as his invention. 

1 1 . Claim 64 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Claim 64 is indefinite because it is unclear as to what reducing agent is being added to 
which solution at about 37°C for 30 minutes. Further, the order in which the titration DTNB 
before the step of reducing the antibody is improper. 

12. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that form the basis 
for the rejections under this section made in this Office Action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

13. Claims 34-39, 64-65 and 74 are rejected under 35 U.S.C. 102(a) as being anticipated by Francisco 
et al (Blood 102(4): 1458-1465, August 2003, PTO 1449) as evidenced by Sears et al (Proc Natl 
Sci USA 72(1): 353-357, January 1975; PTO 892). 

Francisco et al teach a method of preparing a protein conjugate such as antibody 
conjugate to a drug such as cAC 1 0-vcMMAE wherein the antibody is cACIO that binds to CD30 
having one or more disulfide bonds and the drug is monomethyl aruistatin E (MMAE), see entire 
document, page 1459, right col. Conjugate preparation, in particular. The reference method 
comprises the step of reducing the antibody with excess molar amount of reducing agent such as 
dithiothreitol (DTT), incubating such solution at 37°C for 30 minutes, purifying the antibody 
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through Sephadex G-25 resin chromatography, the amount of interchain thiol concentration was 
determined by reaction with DTNB (5,5'-dithiobis(2-nitrobenzoic acid), partially reoxidizing the 
antibody using an oxidizing agent to form at least one interchain disulfide bonds by cooling the 
reduced antibody on ice and then treating the reduced and cooled antibody with DTNB with a 2.5 
mg/ml (molar), and purify the drug/antibody conjugate using size-exclusion chromatography (see 
page 1459, right col., paragraph conjugate preparation). The reference antibody is fully reduced 
sine the drug/antibody ratio of cAClO-vcMMAE is 8:1 as evidenced at page 24 paragraph [0089] 
of instant specification. Evidentiary reference Sears et al teaches reoxidation of human IgGl with 
its four interchain disulfide bond to form H2L2 after reduction of all interchain disulfide bonds by 
simply exposed to air and adjust pH with Tris buffer at 0. 1M NaCl, ImM acetate at pH 7.5, ionic 
strength of 0.14 (see page 353, left col., Reduction and Reoxidation, right col., in particular). 
Thus, the reference teachings anticipate the claimed invention. 

14. Claims 34-39 and 74 are rejected under 35 U.S.C. 102(a) as being anticipated by Doronina et al 
(Nature Biotechnology 21(7): 778-941, July 2003, PTO 892) as evidenced by Sears et al (Proc 
Nat Acad USA 72(1): 353-357, January 1975, PTO 892). 

Doronina et al teach a method of preparing a protein conjugate such as antibody 
conjugate to a drug wherein the antibody is cACIO that binds to CD30 or cBR96 antibody that 
binds to Lewis Y antigen wherein the antibody having 8 disulfide bonds and the drug is auristatin 
or monomethyl aruistatin E (MMAE), see entire document, page 783, left col. Conjugate 
preparation, in particular. The reference method comprises the step of reducing the antibody with 
excess molar amount of reducing agent such as 1 0 mM of dithiothreitol (DTT), incubating such 
solution at 37°C for 30 minutes, purifying the antibody through Sephadex G-25 resin 
chromatography, the amount of interchain thiol concentration was determined by reaction with 
DTNB (5,5'-dithiobis(2-nitrobenzoic acid). This reductive conjugation method preserves mAb 
affinity and is applicable to a high degree of conjugate uniformity and proceeds with yields in the 
rang of 80% based on the mAb component, see page 779, right col. 1, first paragraph, in 
particular. Evidentiary reference Sears et al teaches reoxidation of human IgGl with its four 
interchain disulfide bond to form H2L2 after reduction of all interchain disulfide bonds by simply 
exposed to air and adjust pH with Tris buffer at 0.1M NaCl, ImM acetate at pH 7.5, ionic 
strength of 0.14 (see page 353, left col., Reduction and Reoxidation, right col., in particular). 
Thus, the reference teachings anticipate the claimed invention. 
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15. No claim is allowed. 

16. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Phuong Huynh, Ph.D. whose telephone number is (571) 272-0846. The examiner 
can normally be reached Monday through Thursday from 9:00 a.m. to 6:30 p.m. and alternate 
Friday from 9: 00 a.m. to 5:30 p.m. A message may be left on the examiner's voice mail service. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ram 
Shukla can be reached on (571) 272-0735. The IFW official Fax number is (571) 273-8300. 

17. Any information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Phuong Huynh/ 

Primary Examiner, Art Unit 1 644 

December 18, 2009 



